Title: IMMUNOCONJUGATES AND 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor (s); Shui-on LEUNG et al. 
Appl, No.: unassigned 



EC 



PU i 
CO <C 

os o 
fa fa 
*NS 

a 
a 

Si 



>H 

CO 

>H 

> 

CO 

a 

CO 
CO 

!*s 



PS 



PS 
fa 



o 

*COj 

Eh 
> 
S3 
fa 
O 

<: 

CO 

> <c 

<C CO 

CO 
CO 
fa 
CO 

EH 

a 

JH 

Q 



fa > 



H 

os 

D 
S 



3 

w 

H 

fa 
PS 



CO 




CO 












o 




K 








>H 








H 


Eh 


«J 




fa 


H 


Q 




fa 




> 


fa 






> 


fa 


OS 


CO 


CO 





fa 

fa 



Eh 
fa 
Eh 
*fa| 

Q 
Eh 

CO 

Ol 

CO 

o 

B 
fa 
PS 
Q 

fa 

> 
Ol 



fa 



fa 




CO 



CO 



>H 

H 
fa 

£4 



£*S 
fa > 

fa H 
D fa 
S fa 



OS 



OS ! 

fa I 

M J 



fa 

fa 

Eh 

O 
fa 



> 
i 



E-* 



fa 
fa > 

H fa 

as h 

D fa 
S OS 




fa fa 

s > 

H 3 

OS fa fa 

D D D 

S fa fa 



Title: IMMUNOCONJUGATES AND 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor(s): Shui-on LEUNG et al. 
Appl. No.: unassigned 



FIG. 2 A 



Title: IMMUNOCONJUGATES AND 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor(s): Shui-on LEUNG et al. 
Appl. No.: unassigned 




Title: IMMUNOCONJUGATES AND 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor (s): Shui-on LEUNG et al. 
Appl. No.: unassigned 



FIG. 3 A 



In LEADER 
PROMOTER SEQUENCE 



Hindlll 



Pvuil 



VK , BamHI 



Bell 



ENHANCER 



Hindlll- 



KAPPA 
ENHANCER 

) 

( 



CK 



BamHI 



VKpBR 



HYGROMYCH 



pKH 



FIG. 3B 



Ig LEADER 
PROMOTER SEQUENCE 



HindllU ( ( VK_ y BamHI 

1. jSL-ij 



ig 

ENHANCER 



PstI 



Bglll 



Hindlll 



hinge 

CH1\CH2 CH3 
^11^9 I^M 



BamHI 



VHpBS 



gpt 



— pG1g 



Title: IMMUNOCONJUGATES AND 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor(s): Shui-on LEUNG et al. 
Appl. No.: unassigned 



O 



O 
CM 



Eh 




1 


O 


+ CD 


O 


l O 




O 


I CD 


< 


i Eh 


Eh 


0 


t CJ 


CJ 


i O 




cd 


1 o 


Eh 


i < 




Eh 


1 ^ 


cd 


l o 


> 


Eh 


t <! 


o 


i o 


O 


I CD 




I Eh 






l Eh 




i Eh 


s 




l < 


1 


1 Eh 


CJ 


1 CD 




+ Eh 






+ &h 




l O 






1 Eh 




i Eh 




cd 


f CJ 


cd 


1 O 






1 ^ 


cd 


) u 


CD 




1 Eh 


< 








I CD 


o 


I cd 




< 


l Eh 


CD 


I cj 


o 


! 9 




1 "S 


Eh 


i <; 


CJ 


i o 






1 Eh 


Eh + < 


GO 




+ Eh 


CD 


1 o 






1 Eh 


Eh 


I < 




cj 


i CD 


CD 


! O 


> 


CD 


i a 


Eh 


1 < 




Eh 


1 < 


O 


i cd 




CD 


t o 


CD 


1 u 




< 


1 Eh 


o 








i CD 


Eh 






< 


1 Eh 


CJ 






&h 


I < 


Eh 


i8 




<! + Eh 


CJ 


J o 




Eh 




Eh 


i <3 


co 


Eh 




< 


i Eh 




Eh 




CJ 


: 9 




Eh 




Eh 


1 < 


co 


CD 


I a 


< 


1 Eh 




Eh 


1 < 


CJ 


i CD 




CD 


i a 


CJ 


! 52 


CM 




i ^ 


Eh 


i <; 






1 Eh 


O 


+ o 






+ Eh 


^ 


i < 


CO 


O 


! S2 


CD 


I u 




Eh 






1 Eh 




CD 


1 o 


o 


1 O 


Oi < 


i Eh 


o 


I CD 




a 


i a 


o 


1 O 




o 


! 9 


*s 


l Eh 


Eh 


Eh 


i < 


o 


\ CJ 




CD 


1 cj 




i *q 




s 


1 Eh 


o + o 






t £ 




l CJ 




Eh 


1 <J 


< 


i Eh 




CD 


l cj 


o 


1 9 


O Eh 


1 < 


Eh 






a 


1 CD 


Eh 


IS 




CD 


l O 




1 Eh 


H 


< 


1 Eh 




i o 




CD 


1 CJ 


< 


1 Eh 




EH 


t < 


CD 


1 O 


Q 


< 


i Eh 



PS 

Q 

O 



i 

>* 
S 

s 
< 

CO 

>H 

> 

CO 

CO 
CO 



CJ 
CO 

s 



rH 




*C 1 Eh 

CJ I CD 

CJ l CD 

<C 1 Eh 

- i < 

cd i a 

CD i CJ 

" i < 

CNl 



Title: IMMUNOCONJUGA u^ ^ 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor(s): Shui-on LEUNG et al. 
Appl. No.: unassigned 



o 
CJ + CJ 



o 

CNI 



< 

CJ 
< 
< 

o 
Eh 
cj 
< 



< 

Eh 

cj 

Eh 
Eh 
CJ 

<c 
u 

Eh 



CJ -h cj 

Eh I <C 



cj 
u 
o 
o 
o 
cd 

Eh 
U 



o 
cj 
o 
o 

CJ 

a 
< 



> 



CO 



cj 



a + o 

<c t Eh 

<2 I Eh 



Eh 

i cj 
t < 

I cj 

1 «< 

CJ i o 

<C + Eh 

< i Eh 
O t cj 

" i !< 



CU 



a 
cj 
«< 
cj 
< 
cj 

< 

Eh 

<c 
o 
cj 

Eh 
CJ 

<c 
o 

Eh 

CJ 

o 
a 

Eh 



+ cj 



< 
cj 

Eh 

cj 

Eh 



u 
a 
cj 
cj 
cj 



t a 

\ CJ 
I CJ 

i a 

I CJ 
t Eh 



CO 



CJ + cj 



Eh 

o 
<c 
cd 
o 
< 

CJ 

a 

Eh 



cj 

Eh 
CJ 
CJ 
Eh 

cd 

CJ 

< 



cn 



< 

Eh 
CJ 

cd 

E-> 
CJ 

< 

Eh 
Eh 
E-» 
CJ 
CJ 
< 
CJ 

CJ 

cd 
o 

Eh 
CJ 

Eh 
Eh 
CJ 



U 
Eh 

CJ 
E-« 
CD 

Eh 

E-« 

Eh 
&h 
^ 
Eh 

CJ 
CJ 

cd 

Eh 

CJ 
i CJ 

i <c 
+ o 
i a 
I u 

i o 

! Eh 
I < 

\ cd 
t cj 
i e> 
+ <c 

CJ 



o 

00 
< — I 

CJ + CD 



o 

CM 



O 
O 

m 



CD 
< 

, CD 

Eh 

CJ 
< 

Eh 
<C 
Eh 
Eh 
< 
CJ 



P 

CJ >H 



CO 



I Eh 

I < 
I cd 

I CJ 
1 Eh 
! O 
+ Eh 
i < 

i cj 

t CJ 
I CJ 

I < 

I CJ 



l CJ 
i EH 
t u 

I < 

t CD 
i Eh 
i ^ 
+ Eh 
i 
i 

I Eh 
! CJ 
t < 
1 £h 
I Eh 
i CJ 
I CJ 

+ Eh 
I < 

cd 
cd 
<c 

Eh 
Eh 

Eh 

^ n 

CJ + CJ 
<C I E-* 

Eh I < 



R 



a + o 



Eh + < 



CJ 

o 

Eh 
CJ 
CJ 
Eh 



CM 

Q 

o 



1 E-i 



Eh 



CJ 



CO 



O 

a 

Eh 
Eh 

o 



E-« 

a 

CJ 

s 

Eh 
CJ 



CJ + CJ 



Eh 

< 
CJ 
O 
Eh 
CJ 
Eh 
CJ 



< 
Eh 
Eh 
CJ 
U 
<C 

CJ 



CJ + o 



Q + CJ < 0|U 



CJ 

< 

cj 

CJ 
Eh 
CJ 
CJ 

<c 

CJ 



1 CJ 
I Eh 
i CJ 

t a 



CJ l 



CJ 
CJ 

Eh 

CJ 



> 



a 

CJ 
Eh 
CJ 
CJ 
Eh 



CJ 
Eh 
Eh 

CJ 

a 
< 
a 

CJ 



CJ 



CO 



< 

o 
o 

Eh 

u 
a 



< 

Eh 
CJ 
CJ 

o 



Eh 

o 

CJ 

u 

Eh 

CJ 

Eh 

o 



>H 



< 
o 

CJ 

o 

CJ 

< 



Eh 

I CJ 

i a 

I CJ 

! Eh 
I Eh 

i a 

I Eh 
1 Eh 



Q 



CJ + CJ 



<: 

CJ 
CJ 
Eh 
CJ 

a 

9h 



a 
<x: 
o 
< 

CJ 
CJ 
Eh 

cj 



Eh 

o 
o 
<c 

CJ 

o 
< 

Eh 
Eh 
- Eh 
CJ 

&H 

CJ 

I Eh 

l CJ 
l CJ 

I < 
i a 

I Eh 



cn 



CO 



CO 



CJ + CJ 
CJ "* 

Eh 

o 

Eh 
CJ 

<c 

Eh 

s 

Eh 
CJ 
Eh 
CJ 
< 
CJ 

o 

Eh 
CJ 
Eh 



( CJ 

t <c 

I CJ 

i <c 
i a 

I Eh 

i <c 

I Eh 

+ < 

\ CJ 

I < 

I U 

i Eh 

I CJ 

i a 

< 

o 
1 < 



CJ 



CO 



CJ 
CJ 
Eh 

a 

CJ 
Eh 
CJ 

Eh 



I CJ 
1 CJ 

I < 
i a 
i o 
t < 
I o 
i < 



> 



CO 



a 



CJ + CJ 
Eh 
Eh 
<C 
O 
<C 
CJ 

a 

CJ 

o 



cj + a 



i a 

I Eh 

i CJ 

l Eh 

t CJ 

! CJ 

I < 

I CJ 
I CJ 



CJ 



a 



v 
< 
o 

CJ 



o 

Eh 
Eh 
U 



o 

CJ 



1 &H 

i o 

t Eh 
I CJ 

t o 

I CJ 
I CJ 
+ Eh 
1 Eh 
t CJ 
\ Eh 
1 CJ 
I CJ 
f Eh 
I Eh 
1 O 

is 

I CJ 

I Eh 

t Eh 

I CJ 

I Eh 

I CJ 

I < 

t Eh 

I Eh 



< 



o 
o 

o 

Eh 

a 

Eh 
< 

u 
<< 
o 

Eh 

u 

CJ 
CJ 

< 

CJ 

o 



Eh 
CJ 
CJ 
Eh 

CJ 

<c 
a 
I < 

t Eh 
+- CJ 
I Eh 

I u 

t < 
I o 

t CJ 

I CJ 

i £h 

i o 

CJ 



(a 



CO 



CJ 

<c 

CJ 
Eh 
CJ 
Eh 

a 

CJ 
CJ 

< 
u 
o 

CJ 

s 

CJ 
CJ 



Eh 
CJ 
Eh 
CJ 

< 
o 

I < 

i o 

I Eh 

¥ a 

1 CJ 
i Eh 

t o 
i a 
i a 

i Eh 
t Eh 

i o 
t o 



o 

Eh 
CJ 



CJ 

o 

Eh 



CJ 

o 

Eh 
Eh 
CJ 

t a 
I < 
\ ^ 



CO 



CO 



a 



cj + a 
a 

CJ 
CJ 
Eh 
CJ 

< 

Eh 

a 

Eh 
Eh 

CJ 

a 
< 

Eh 

a 

£h 



CO 



CO 



>H CJ + CJ > 



a 



a 
I u 

t CD 

I Eh 

i kC 

1 CD 
I 

t gas 

t Eh Q 

i <C a 

l CD 
I Eh 

I 
I 



CD 



CN3 



CO 



o 



Eh 



Title: IMMUNOCONJUGATES AND 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor(s): Shui-on LEUNG et al. 
Appl. No.: unassigned 



o 



O 
CM 



EH + 


< 


i 


O ' 


cd 




<! i 


Eh 


Eh 


O ' 


cd 




Eh ' 


< 




CD ' 


o 


> 


CD i 


u 




CD ' 


o 




< i 


Eh 


Eh i 


< 




<C + 


Eh 




CD 1 


o 


Q 


< > 


Eh 




CD i 


o 




CD i 


O 


CD 


Eh i 






H i 


<: 




CD ' 


o 


> 


Eh i 






O i 


cd 




H + 


<! 


cn 


< ' 


Eh 






cd 




CD > 


o 




O i 


cd 




CD ' 


a 






Eh 


CO 


a ' 


a 




Eh « 


<d 




O > 


a 




Eh H- <C 




a i 


cd 




Eh t 




C/) 


<C i 


EH 




a i 


CD 




Eh i 


< 


LO 


<! 1 


EH 




O ' 


cd 




o » 


CD 


Oi 


Eh i 


<! 




o + cd 




Eh « 


< 




CD i 


CJ 




< ' 


Eh 




O ' 


CD 




U ' 


CD 




a i 


CD 




<C i 


Eh 


Eh 


cd ■ 


O 




Eh » 


<d 




O 4- CD 




CD i 


O 






EH 




a i 


CD 


a 


O i 


CD 




Eh i 


*c 




< ' 


Eh 


H 


o » 


CD 






Eh 






a 


Q 



o 
u 
cd 
cd 

EH 

Eh 
CJ 

<: 

Eh 
O 

<C + 

cd 

a 
< 

a 

Eh 
<! 

< + 

o 

CD 

EH 

a 
<c 
o 

<: 

Eh 
< 
Eh 

EH 

Eh 
Eh 



Eh 
CD 



Eh 
CD 
xC 
O 

a 

EH 

cd 

Eh 
CD 
Eh 

a 
cd 

cd 

Eh 
<! 



CD 
CD 

a 
o 
< 
< 

CD 
Eh 
*C 
CD 
Eh 
Eh 

a 

Eh 
Eh 
CD 
EH 
O 
< 
Eh 
Eh 
Eh 
CD 
O 
<C 
CJ 
Eh 
CD 
Eh 

+ Eh 
< 

o 
< 
a 

EH 
Eh 

H- EH 

cd 
< 
o 

EH 

cd 
cd 

o 

EH 

+ Eh 

<: 
cj 
<: 
cd 
u 

Eh 
U 

<; 

Eh 



O 
00 
rH 

cd + o 



o 

CN 

o + cd 





CD ' 


a 




< > 


Eh 




EH i 


< 




O ' 






< ' 


H S 
O ^ 




O ' 




O i 


>H 


Eh i 


<: ° 


<! ' 


Eh 




CJ + 


CD 




CD ' 


O 




CD i 


O 




CD ' 


a 




Eh i 


< 




a ■ 


CD 




< ■ 


Eh 




Eh i 


<C 




a > 


CD 




EH i 




jz; 


<! + 


Eh 




O ' 


a 




Eh i 


< 


<! 


U i 


CD 




O ' 


o 




EH i 


< 


CO 




CD 




< » 


EH 




<t i 


EH 




<: « 


EH 




Eh + < 




a » 


CD 






CD 




<; ' 


EH 






CD 


> 


CD ' 


a 






Eh 




< « 


Eh 


cn 




Eh 




a « 


a 




o + 


- a 


a 




o 




<: i 


EH 




o > 


CD 


CO 


o ' 


CD 




<; « 


EH 






Bh 


CO 


< > 


Eh 




O i 


O 




<C i 


EH 




o + o 






O 






Eh 


o a i 


CD 




a < 


CD 




<: » 


Eh 


cn Eh i 


< 




a > 


a 




CD ' 


a 




; &h . 





en 



o 
<! 
a 

EH 

Eh 
Eh 

a 
< 

Eh 

Eh + 
H 
Eh 
< 
CD 

a 

CD 
CD 

H CD + 
Eh 
O 

^ EH 
<C 
CD 

a cd 
u 

CD 

^ <1 
O 
CD 

Pui CD 
Eh 
O 

<C Eh 
O 
Eh 
Eh 

<: 

CD 

CD O 
CD 
O 
Eh 

EH 

O 

t4 a 
o 

EH 

a cd 

EH 

CD 

a cd 

&H 

o 

EH 

< 



kH 



rH 



CD 
EH 
CD 

<; 
< 

CD 
Eh 
<! 
<! 
< 
< 
Eh 

O 
Eh 

a 

Eh 

a 
o 
a 
< 

CD 

Eh 
O 
CJ 
CD 
O 

EH 

+ CD 
O 
O 

CD 
< 
CD 

<: 
<; 

Eh 

h- a 

CD 

a 

CD 

< 
< 

CD 
CD 
CD 
< 

a 

a 
o 
*< 

CD 

<; 

EH 

Eh 

o 

00 



fa 



o 
o 
m 

CD + O 
O 
Eh 
O 
O 
Eh 
O 
Eh 



fa 



a 

O 
En 

a 
<1 

Eh O 
CD 

Eh H~ 
Eh 

<d 

B 
EH 

EH 

< 

a 

CO <I 



CD 



cn 



CD 



< 

o 

CD CD 
Eh 
EH 

cn 





< ■ 


EH 


fa 


CD ' 


o 




< ' 


Eh 




f< H- 


Eh 




CD i 


O 




<: i 


Eh 




O i 


CD 


cn 


CJ " 


CD 






Eh 




< < 


EH 




a • 


CD 




Eh * 


< 




EH i 


< 


> 


o + 


CD 




Eh i 


<1 




a ' 


CD 


CD 


EH I 


< 




o > 


CD 




CD ' 


U 


cn 


<! i 


Eh 




U ' 


CD 




Eh i 


< 


fa 


< 1 


EH 



+ 



CD 
< 
CD 
CD 
<! 
CD 
< 

Eh 

EH 

CD 
CD 
Eh 
CD 
< 
U 
<H 
<! 
Eh 

< 
Eh 

<: 

Eh 
CD 
Eh 
Eh 
CD 

a 

< 
Eh 
CD 



cn 



cn 



a 



00 



CJ 


00 








bH I 








r n i 






!>H 


r ^ i 




[V, 




< I 


EH 






^ I 


EH 




>H 


< ■ 


EH 






a i 


CD 






Eh i 






Eh 


<C i 


EH 


1 — I 




CD + 


a 






<: i 


EH 






O i 


CD 


a 


CD • 


O 






Eh i 






H 


CD t 


u 


> 




CD i 


CJ 






< ' 


EH 




Q 


< i 


Eh 








CD 






o + 


CD 




fa 


i 


Eh 


EH 




CD i 


O 






CD i 


CJ 




CU 


CD i 


CJ 


CD 




< i 


EH 






CD ' 


O 






CD > 


a 


CD 




Eh i 


<c 






CD ' 


o 






CD + 


a 


CD 




CJ i 


CD 






Eh I 


< 




cn 


Eh t 


< 


fa 




CD i 


CJ 






CJ i 


CD 




cn 


< > 


EH 


EH 




CD i 


CJ 






CD i 


O 




HI 


Eh i 


< 





CN 



O 
00 



Title: IMMUNOCONJUGATES AN J 
H JMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor (s): Shui-on LEUNG et al. 
Appl. No.: unassigned 




CJ i O 

CJ i CJ 

O l o 

v + cj 



Eh 



E- 1 

a 



i < 
o 



O I CJ 

CJ + cj 

CJ i CJ 

< i E-« 

a i o 

a i o 

Eh i <c 

a i o 



cj 



o 

Eh 

o 



U i 


a 


CJ I 


a 


< I 


Eh 


CJ 


cj 


< + Eh 


&H 




u 


a 


cj 


i u 


cj 


l u 


E-» 


i < 


CJ 


i o 






Eh 


1 o 


CJ 




a 


+ a 


cj 


I o 


1 Eh 


s 


t Eh 


a 


1 CJ 


cj 


1 u 


Eh 


t < 


U 


i cj 


CJ 


t CJ 




I < 









CJ + CJ 


>^ 


Eh 






<: 


Eh 




-< 


i E-* 


CJ 


a 


I CJ 


CJ 


i CJ 




Eh 


I < 


CO 


o 


\ CJ 




Eh 


1 < 




a 


1 CJ 


< 


CJ 


+ CJ 




o 


1 CJ 






1 Eh 




CJ 


1 CJ 




■< 


! Eh 




o 


i CJ 


cj 


CJ 


1 CJ 


Eh 


1 < 




CJ 


\ o 


CO 


a 


I CJ 



Title: IMMUNOCONJUGATES AA.J 
HUMANIZED ANTIBODIES SPECIFIC 
FOR B-CELL LYMPHOMA AND 

LEUKEMIA CELLS 
Inventor (s): Shui-on LEUNG et al. 
Appl. No.: unassigned 



FIG. 6 

DESIGNED SEQUENCE FOR HUMANIZED LL2 VH DOMAIN: 
PstI Avrll BstEil 



[primer 1] -1— ^ 



CONSTRUCTION OF THE HUMANIZED LL2 VH DOMAIN 
BY LONG OLIGONUCLEOTIDES AND PCR: 
PstI A „ 
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